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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
08/28/2008 has been entered. 

Claims 1 and 6-8 have been amended. Claim 5 has been canceled. Currently 
claims 1-4, 6-1 1 and 100 are pending. 

Applicant is requested to note that the Examiner for this application has changed. 
Future correspondence should be directed to Laura Schuberg, Art Unit 1657, whose 
contact information can be found below. 



Response to Arguments 

Applicant's arguments filed 05/29/2008 have been fully considered but they are 
not persuasive. Rejections and/or objections not reiterated from previous office actions 
are hereby withdrawn. The following rejections and/or objections are either reiterated or 
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newly applied. They constitute the complete set presently being applied to the instant 
application. Applicant's arguments have been addressed in so far as they relate to the 
new rejections below. 

The rejection of claim 5 was inadvertently left out of the anticipation rejection 
under Dempsey in light of Wang and Matthews et al, therefore a new rejection has been 
made below including claim 5. Evidence providing support for the anticipation of claim 5, 
as well as other claims inadvertently left out, is cited in the rejection below. 

Applicant's arguments regarding the obviousness rejection over Buchholz et al in 
view of Bing et al are not persuasive. Applicants have argued that it would not have 
been obvious to administer the combination, because one of ordinary skill in the art (i.e. 
Buchholz) was not expecting to treat cardiac hypertrophy. However cardiac hypertrophy 
is a symptom of hypertension. One would have inherently been treating cardiac 
hypertrophy regardless of whether the intent was to directly address a factor leading to 
hypertrophy, not hypertrophy itself. The outcome is the same. In addition the claimed 
invention does not require a specific level of hypertrophy only that hypertrophy or heart 
failure be treated. Furthermore, it is acknowledged that no citation reciting method steps 
explicitly states that protein kinase D is the intended target of staurosporine treatment, 
for example. Protein kinase D is a signaling factor that lies downstream of PKC. 
Because the cited references treat PKC with staurosporine, they inherently treat PKD 
activity. Intended consequences cannot be considered when considering whether 
method steps of prior art anticipate or make obvious method steps as instantly claimed. 
Because the steps are the same, the outcome must be the same. Furthermore, the 
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motivation need not be the motivation provided in the instant application, so long as 
some motivation exists to use the same drugs in humans as in a rat population. Bing 
teaches that humans with hypertension can be treated analogously to rats with 
hypertension and several of the references teach that hypertension in humans leads to 
cardiac hypertrophy in humans. Therefore, motivation exists to treat humans with 
staurosporine and beta blockers, regardless of whether the practitioner knew he was 
treating protein kinase D or not. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-4, 6, 7, 9-11 and 100 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Dempsey (US 6,228,843) in light of Wang (Trends Pharmacol Sci, June 
2006) and Matthews et al (J Biol Chem, August 1997). 

Claim 1 is drawn to a method of treating pathologic cardiac hypertrophy or heart 
failure in a human patient comprising: (a) identifying a human patient having cardiac 
hypertrophy or heart failure; (b) administering an inhibitor of PKD; and (c) administering 
a second cardiac hypertrophic therapy. 
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Dependent claims include wherein the inhibitor of PKD is selected from a group, 
the type of administration, wherein the second therapy is selected from a group, the 
timing of the second therapy, wherein treating comprises improving one or more 
symptoms of cardiac hypertrophy or heart failure. 

Dempsey teaches a treatment method of treating cardiac hypertrophy and 
cardiac failure (column 14 lines 28-33). Treatment can comprise administering several 
drugs to inactivate protein kinase C. Specifically the drugs taught include bryostatin and 
Go6976 (see Fig. 4; see col. 3 line 62 to line 67, as examples). Wang teaches that PKD 
is phosphorylated by PKC. Dempsey teaches that his method functions by first 
activating PKC which then causes its degradation (see col. 1 1 lines 35-40, for example). 
Matthews et al teach that bryostatin activates PKD through PKC (see Abstract, for 
example); therefore it is inherent that administration of bryostatin causes degradation of 
PKC and inhibition of PKD signaling as taught by Dempsey. These drugs are effective 
in primates including humans, reading on the limitation that the patient is human (see 
col. 4, lines 1-6, for example). The drugs administered in combination with bryostatin 
include staurosporine, ACE-I (ACE inhibitors), and calcium channel blockers (Ca++- 
blocker) for example (see col. 12, lines 32-45, for example). They teach that the drugs 
can be administered in an oral or intravenous manner (see col. 6 lines 39-53, for 
example). Preferably the patient is treated by this method to an extent that the patient 
no longer suffers from the condition or wherein the discomfort and/or altered functions 
and detrimental conditions associated with the disease are decreased (column 9 lines 
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1-16). This is deemed to meet the limitation wherein the improved symptom is an 
increased quality of life. 

Therefore the teachings of Dempsey are deemed to anticipate Applicant's 
invention as claimed. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 



under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-4, 6-11 and 100 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Buchholz et al (Hypertension, 1991) in view of Bing et al (Heart 
Failure Rev, Jan 2002). 

Buchholz et al teach a method of administering staurosporine to spontaneously 
hypertensive rats. Hypertension is known as a risk factor for hypertrophy, therefore 
selection of these rats reads on identifying a patient at risk of hypertrophy. Additionally 
spontaneously hypertrophic rats are well characterized as developing hypertrophy in 
response to their hypertensive disease (see Bing et al, 2002). They teach that one can 
administer staurosporine to rats intravenously and record arterial pressure and 
cardiovascular activity (see p. 93, col. 2, for example). They also administer 
staurosporine by gavage, reading on oral administration (see p. 93, col. 2, for example). 
They administer a second therapeutic, namely the beta blocker nadolol, to rats 5 min 
before intravenous administration of staurosporine. They teach that this combination 
lowers mean arterial pressure and decreases tachycardia (see Fig. 5, p. 97; see text, p. 
95 last paragraph to p. 96, col. 1 , as examples). The methods taught by Buchholz et al 
inherently have the results cited in claim 100. Regarding the limitation of claim 7 that 
administration of a beta blocker occurs simultaneously with staurosporine, it would be 
an obvious matter of convenience to the artisan whether to administer the drugs 
simultaneously or five min apart. 



Application/Control Number: 10/848,820 Page 8 

Art Unit: 1657 

Bing et al teach that the spontaneously hypertensive rat is an ideal model for 
studying heart failure and hypertrophy as it applies to human disease (see Abstract, p. 
71 , col. 1 , for example). They teach that it is normal practice to measure heart 
failure and heart improvement through measurements of cardiac output such as ejection 
fraction (see Introduction, p. 71, col. 2 for example). Additionally they teach that it is 
possible to measure changes in ejection fraction in spontaneously hypertensive rats 
approaching heart failure; they also teach that mortality is a useful parameter for 
measuring cardiac response to drug treatment (see "Prevention and Treatment of Heart 
Failure", p. 76, for example). 

Therefore it would have been obvious to one of ordinary skill in the art at the time 
the invention was made to administer a PKD inhibitor such as staurosporine, alone or in 
combination with a beta blocker, to a human patient suffering from or suspected of 
suffering from cardiac hypertrophy or cardiac failure based on the combined teachings 
of Buchholz et al and Bing et al. One of ordinary skill in the art would have had a 
reasonable expectation of success in applying the method of Buchholz et al to humans 
because Bing et al teach that the spontaneously hypertensive rat is an ideal model for 
studying heart failure and hypertrophy as it applies to human disease (see Abstract, p. 
71, col. 1, for example). 

Therefore the combined teachings of Buchholz et al and Bing et al render 
obvious Applicant's invention as claimed. 
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Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LAURA SCHUBERG whose telephone number is 
(571)272-3347. The examiner can normally be reached on Mon-Fri 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on 571-272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Leon B Lankford/ 

Primary Examiner, Art Unit 1651 

Laura Schuberg 
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